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This international preliminary report on patentabiKty (Chapter I) is issued by the International Buieaa on behalf of the 
International Searching Authority under Rule 44 his.\{^. 



2. This REPORT consists of a total of 11 sheets, including this cover sheet 

In the attached sheets, any reference to the written opinion of the Intemational Searching Authority should be read as a reference 
to Ihe mtanational preliminary report on patentability (Chapter 1) instead. 



3. This r^it contains indications relating to the following items: 



IS 


Box No. I 


Basis of Ifae rqport 


□ 


Box No. n 


Priority 


□ 


Box No. ni 


Non-establishment of opinion wife regard to novelty, inventive step and industrial 
applicability 


Box No. IV 


Lack of unity of invention 


□ 


Box No. V 


Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and e>q)Ianations siq)porting such statement 


Box No. VI 


Certain docum^ts cited 


□ 


BoxNo. vn 


Certain defects in the intemational application 


□ 


Box No. Vm 


Certain observations on the intemational application 



The Intmational Bureau will conomunicate this rej>ort to designated Offices in accordance with Rules 446w3(c) and ^his 1 but 
applicant makes an expiess leqnest under Article i23(2). btfore fee expiration of 30 months from the priority 
dale (Rule 44&if .2). r j 
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S Box No. I 

□ Box No. II 
B Box No. Ill 

□ Box No. IV 
la Box No. V 



□ Box No. VI 

□ Box No. VII 

□ Box No. VIII 

FURTHER ACTION 



Basis of the opinion 
Prbrlty 

Non^stablishment of opinbn with regard to novelty, inventive step and Industrial applicability 
Lackofunity of Invention 

Certain documents cited 
Certain defecte In ^ international applicatbn 
Certain observations on the International application 



3. 



ImSroSl^ be considered to be a 
the appll^t chooses a^ /XS However, thb does not apply wheiB 

Intematfonal Bureau under^te 6^^ ^ ^ ^ ^^^^ notHW the 

will not be so considered. ^^'^^^) *at written opinions of this International Searching Authorliy 

Kmittte^^l'^a^^^ opinbn of ^e IPEA. the applicant is invited to 

months frorn the dateofmrilK amendments, before the expiration of three 

whichever expires later. tot/ISA^O or before the expiration of 22 months from tiie priority date, 

l=or furtfier options, see Form PCT>ISAB20. 

For ftirlher details, see notes to Form PCT4SAe20. 
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International application No. 
PCT>EP200a051822 



Box No. 1 Basis of the opinion 



a. type of material: 

□ a sequence listing 

O table{s) related to the sequence listing 

b. format of material: 

□ in written format 

□ in computer readable form 

c. time of filingAimishtng: 

□ contained in the IntemaUonal applfeation as filed. 

□ filed together with the international appiicatfon in computer reajdabte form. 

□ furnished subsequently to this Authority for the purposes of search. 

4. Additionai comments: 
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International application No. 
PCTiEP2005/051 822 



^^I^MINoivestabUshment off opinion with regard to novelty. invenUva step and Industrial 

SSo'li'sfS to SStSIin'cS!iS^I!11^' '?:^f appears to be novel, to Involve an inventive step (to be non 
oDvious). or to be industrially applicable have not been examined In respect of: «v iiun 

□ the entire international application, 

S claims Nos. 12 (as regards industrial applicability) 
because: 

see separate sheet 

unclear that no meaningful opinion could be formed (specify): ■ are so 

° tefoiSIS''' ®° ""^fe^Juately supported by the description that no meaningful opinion 

a no international search report has been established for the whole application or for said claims Nos. 
° ^ofTe ASmi;.gS£lhl^^^ ^ ^ P«>vided for in Annex 



the written form 



the computer readable form 



□ has not been furnished 

□ does not comply with the standard 

□ has not been furnished 

□ does not comply with the standard 



° ?ot SSJtli^Si?!^^^^^^ ^^'^ sequence listing. If in computer readable fomi only do 

not comply with the technical requirements provided for in Annex C^bls of the Administrative InStfo^^^ 

O See separate sheet for further details 
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Intematbnai application No. 
PCT/EP2005/051822 



step or 



1. Statement 
Nove^(N} 

Inventive step <i8) 
industrial applicability (lA) 



Yes: Claims 
No: Claims 

Yes: Claims 
No: Claims 

Yes: Claims 
No: Clabns 



1-12 



2. 6. 8, 10 
1,3-5.7,9.11,12 

1-11 



2. Citations and explanations 
see separate sheet 
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Intemationai application No. 
PCT/EP2005/Q51 «P9 



Re Rem IIL 

i^^,T^T}. °' ^ °" "hether It is industrially 

applicable, no unified ciiteria exist in the PCT. The patentabiWy- can also be^Z^n, 
upon tl.e fom,uiation of claims. The EPO. for e^Smple!*^^^'^^^'^"' 

CS^rSr *r °' "^"^ « com^"„^^„ medical 

allow however, claims to a (known) confound lorfim use m medloaj 

SC^r: r ' """"""" -n^^rfor a new 



Re Kem V. 



following documents (D) are considered to be reJevant: 

^ EP-A-0266326 (7 August 1 997); 

•■ WO-A:01/72755 (4 October 2001); 

WO-A-2004/087701 (14 October 2004); 

WO-A-03/014123 (20 February 2003); 

WO-A-98/541 88 (3 December 1 998); 



D2 

D3: 
D4: 
D5: 



>>CTyiSAffl37 (Separate SheeO (Sheet 1) <EK>^ua^ 
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International application jsio. 
£CTyEP^g5/051822 



J. NQVEI TY fAi-Knte .qaf^) p^^-p. 

luti^^^Z:!"!^^^ 33(2) POT beaause the 

The compounds of present claim 1 are novel over the prior art D1 D2 D4 arid D5 on 
account Of the 3AZ8-tetra,yc,ro^f,ron^„or7.6^,„^^^^^ 
4.benzyloxy-tenz.mKiazole derivatives acco^ilng to claim 1 of D1 ; aLTe :^H.8 1 
W and D^^^^^^^ ,,,^,:,,3 ^^^^^^ ; the ^:t cZs 02, 

The compounds of present claim 1 are furthermore novel over the orior art /nnh«oK^ 
STel'e^r^^^ ^h ^^"r -^-bstltuents 3^0;^^^^ f^^^^^^^^^ 
9^ui^^^^ ""9 ^y^*^"^ Present substituent 

groups o-and R4-0-and the 6.7- wnsfi»stfft/ted3,6.7,8-tetrahydro-chromenor7 8 
djimidazole ring system accoixJing to daim 1 of D3). cnromeno[7,8- 



2.INVENTIVF STEP (ArtiHo c^Qf^^ o^j^. 



inventlvestep (Rule 65(7)^ TO^:' ' ' " « "<« appear to Involve an 



PCT/ISAfi37 (Separate Sh«»t) (Sheets) (EPOv;anuanr2004) 



WRITTEN OPINION OF THE 

INTERNATIONAL SEARCHING Intematfonal appiicatbn No. 

AUTHORITY (SEPARAT E SHEFn r^^-n>r-^ 

^ ^'^'^ : PCT/EP2005/051822 

2.1. It would appear that the present claims 2, 6, 8 and 10 are fully entitled to the 
presently claimed first priority date of 26.04.2004. "eaioine 

Accordingly, the document D3 - which is published on 14.10^004 - may not be taken into 
account for the assessment of the question of inventive step of ^es^cLml 

M oZd D5^^^^^^^^ ^"'^""^ ^' ^' ^ ""^ compounds of D1, 

rather than 4-6en2K/ox,^ben2imida20te derivatives (cf., D1) and T-H-s 9-dihvdro- 
pymno[2.3c3/,„/aa.o/r,2-a;pynrdfnederivatlves (cf.. D2. D4 and 

'c^^^s2^7^^^ -o-^^ Of the present n 

w ^'"^^ ^''^ P'^^'^'^" °f benzlmidazole derivatives havfna 

gastncaad secretion inhibitory atitiWy. "ciivduves naving 

The said problem has been solved by the compounds of the present claims 2 6 8 and 
JreilVd"^^^^ 

Given the fact that none of the available prior art documents suggests 5 6 7 8-tetrahvdm. 

SsT^t^t^J^H^''''^^^^^ ^ssiLinrip^^^^^^^^ 
3.6 Z8-tetrahydro^romeno[7,8-dJiniidazo\e ring system; and D2. D4 and D5 relate to 

max the present solution (i.e., the compounds of the present claims 2 6 a and in n,=w 
regarded to be non-obvious in the sense of Article ^3) PCT ^ 

It is therefore considered that the subject-matter of the present claims 2 6 8 and 10 
involves an inventive step as set forth in Article 33(3) PCT. ™« 2. 6, 8 and 10 



PCTASA/2S7 (Separate Sheet) (Sheet 3) (EPCKJaiuiaiy 2004) 
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International application INio. 
PCT/EP2005/051 822 



fi^-HlTlI? appear that the present claims 1, 3-5. 7, 9, ii and 12 are only 

entitled to the present filing date of 22.04^005. ' 

Accordingly, the document D3 - which is published on. 14.10J2004- is considered to 
represent state of the art In the sense of Article 33(3) PCT. 

The (^mpounds of the present claims 1. 3;^. 7 and 9 differ from the 'gastric acid sedition 
inhibitors Of their closest prior art D3 essentially only In that they have oxy groups 
attached to positions 6 and 7 of the 3.6,7.8-tetrahydro-chromeno[7.8-d]imlda2ole ring 
system (rf., the present substltuent groups R3-0- and R4^ and the 6.7- unsubsmJted 
3 6 j,8-tetrahydro-chromeno7,8<0imldazole ring system accoitling to 
More specifically, D3 discloses e.g. the compound 2,3-Dlmethyl-8-phenyl-3 6 7 8- 
tetrahydro-chromeno[7,8-d]imida2ole (cf.. page 35, example 36) ' ' ' 



in the light of the problem to be solved by the compounds of the present claims 1 3- 

dl'lLTio^J^In^!" the provision of fiidbfit 8-phenyl-3,6.7.8-tetrahydro-chromeno[7.8l 
djimidazole denvabves having ^asf/fcacrtf secreffon /n/7/2>to/y activity. 



The said problem has been solved by the compounds of the present claims 1 . 3^ 7 and 
9 (Cf;, the activity data {gastric add secretion inhibition) of the table A on page 16 of the 
present description). py^^iouime 

«nl?r l^^'^^l^ " ^ ''^ considered that the present solution does not 

appear to involve aninventive step for the following reasons: 

1^ It is known from D3 that 8-pheny^3.6.7.8-tetiahydra-c/,romeno/7,5-fl7/m/tfazo/e 
denvabves such as the 2.3.Dimethyl-8-phenyl-3,6.7.8-tetra^^^^^ 
djimidazole of the example 36 possess gaswc ac/e/secreton /nWd/^oo' ac^^ 
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ALTTHORITY (SEPARATE SHFTP-n 

Z ftis further known that 8-phenyl-3,6,7,8.t6trahydnD-c/,«,meno/7^/mftfa«* to 

(cr., D2. 04 and D5) possess gaalric add secretion /nh&ao/y activity (see 
for instance, the table A of D3 aoooiding to which e g ' 

theMmpound2.3-ramethyl^1>henyl-3,6y,8-tetrahydro-chromenoR.^^^ 

SO%(st.l.Oiimol/kgi .and 
the table A of IM according to which e.g. 

the compound 2,3-Dimethyl-9^>henyl-7-H-8,9<lihydroi>yranoI2,3c]iinkiazo[1.2- 

3 it is known that 7.a-unsubsmuted »phenyl-7-H-8,9^hydit>-pyranor2 acVmldazo^l 2- 
. B]pynd,ne (cf.. D4) as well as 7,«./ytf«,^9-phen,rt Wg^hy^io-pwioE ^ 
.^^o[1.2..py,d,ne^^ 3^ ^, showpas(*i:*,sS^S*,^ 

A^n^gly. the person skliled in the art would have expected that the ac^^^^ 
modrfied compounds of D3 (cf.. for Instance, the compound 2.3-Dimethyl^i,hXl3 6 7 8- 
tetrahydro-c*.omeo<V7.*<??-m»tezofeof the example 36 of I>3 and thTcirreC^W ' ' 

aX <^^> ™^ 

ImiH^rJ^.T^*™^ that - in the absence of any unexpected! surprising effect- the 
compounds Of tte present claims 1 , 3^. 7. 9. 11 and 12 have to be reg^fo bT 
obvious in the light of the teaching of D1 and 03. «<• oea lo oe 
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a \m ISTRIAf. APR! IHARII I J Y (Artinl^ actf 4 ) p^- Q. 



Intemattonal appffcatfon No. 
PCT/EP2005/Q5182P 



The subject-matter of the present claims 1-11 concerns chemical compounds and a 
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